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formula. : 



or cheir salts, where: 

A = R (COX) . -where t is an/ integer 0 or 1; 
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^111' ^112 S II3 are e ^ a - 




wnere : 

^XI5 i s a linear or whenever poss/ble branched C 1 -C 3 
alkyl ; 

^ttj has the same meanings as R IT5 / or when R TT5 is K it 
can' be benzyl ; 

different one from the 
other and are hydrogen, linear or whenever doss ibie 
branched C 1 -C s alkyl or C 1 -c/ alkoxy , or CI, F, Br; 

is R m °- bromine; 
preferred are the compounds where R IX1/ r it2 — and R XT ^ 
are K, and R II3 is Ci a^d R II3 is in the ortho position 
to NH; R II5 and R II5 / are K, X is equal to 0, and 
rX x is (CH 2 -CH 2 -0) 2 ; 



(I Ab) is the residue of 2 - [ [2 -methyl -3 - ( trif luoro- 
methyl') phenyl] amino] -3 -pyridine carboxylic acid and 
when -COOH is present it is known as flunixin. 
The compounds preferred are those where X = O;- 
* II A) chosen /from the following: 
where, when t/ = i, R is 
R. 



^3a 



where R 2 i and R 3a are K, a linear or whenever possible 
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where meanings are as follows 

- in the compounds cf formula/ (IV) , residue of ketopro- 
f en : 

""2*1111 is H > SR xii3 where t¥ 1112 contains from 1 to 4 - C 
linear or whenever possib/e branched C atoms; 
^ttt2 ^ s K ' hydroxy ; 

prererrsd are the compounds where R riI1 and R T tt2 ar ' 
H ' R 3a is K ' anc R 2a ii methyl, X = o ; 

- in the compounds of formula (XXI) , residue of caroro- 
f en: 

R xxio is H / a linear or whenever possible branched 
alkyl having from 7 1 to o carbon atoms, a C 1 -C 6 alkoxy- 
carbonyl bound t6 a C^-Cg alkyl, a C 1 -C s carbcxyaikyl , a 
C i~ c S alkanoyl / optionally, substituted with halogen, 
benzyl or haldbenzyl, benzoyl or halobenzoyl; 
? ^cxi is H < haiogen, hydroxy, CM, a C 1 -C 6 alkyl optional- 
ly containin/g OK groups, a C 1 -C 6 alkoxy, acetyl, benzyl - 
oxy, SP- 30ci2 / where R :cci2 is. a C x -C 6 alkyl; a perfluoroal- 
kyl having/ from 1-3 C atoms, a C x -C 6 carboxyalkyl optio- 
ns 
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nally containing OK groups, NO-/, sulphamoyl , dialkyl 
sulphamoyl with the alkyl havjg from 1 to 6 C atoms, 
cr difluoroalkylsulphonyl with/the alkyl having from , 
to 3 C atoms; 

Sxxii is halogen, CN, a C x -L alkyl containing one or 
mora OK groups, a Cl -C s alko/y, acetyl, acetamido, benz- 
yl oxy, 

SR III3 is _ %s above defined/ a perf luoroalkyl having from 
1 to 3 C atoms, hydroxy/ a carboxyalkyl having from _JL 
to S C atoms, NO->, arniio, a mono- or dialkylamino ha- 
ving from 1 to S C ator/s, sulphamoyl, a dialkyl sulpha- 
moyl having from 1 ti 6 C atoms, or dif luoroslkylsul - 
phamoyl as ahove defi/ned; or jointly with R xxil is 

an alkyl ene dioxy having from 1 to S C atoms; 
preferred are tha / compounds where H 3oeio is H, the 
connecting bridge L at position 2, ± s H, R^ cil is 

chlorine and is in/ the para position to nitrogen;' - 
R 3a is K<- R 2 a is ipthyl and X is 0; 

in the compounds of formula (XXXV) , residue of thia- 
profenic acid: ir is phenyl, hydroxyphenyl optionally 
mono- or polysutbstituted with halogen, an alkanoyl or 
alkoxy having irom 1 to 6 C atoms, a trialalkyl having 
rrom 1-6 C atofns, preferably from 1-3 C atoms, cyclo- 



69 



AMENDED SHEET, 



WO 98/09948 



PCT/EP97/04774 




Pantyl o-h«yl o-heptyi, heteroaryl, preferably 
thienyl, furyl optionallj containing OH, pyridyl; 
the preferred compounds/ of- formula (XXXJf)-are those - 
where Ar is phenyl, R 3 L H , R 2a is methyl Md x ±g Q . 

- in the compounds of formula (IX), residue -of supro- 
f en, 

the preferred, where R/j a = K, R 2a = CK 3 and X = O; 

- in the .compounds of /formula (VI), 

of which the preferred, indoprofen, when R 2a is C V~ or 
indobufen, when R 2 J is equal to H and R 3a "= CK 3 and 

X = O; 

- in the compounds if formula (VIII) , 

of which the preferred, etodolac, when R 3a = R 2a = K ^ 
X = O; 

- in the compounds! of formula (VII) , 

of which the preferred, fenoprofen, when R 3a = e. 



s 2a 



= CK 3 and X =/ .0; 



- in _the compounfis of formula ■ (III) , • 

of which the pre/ferred, fenbufen, when R 3a = R 2a = H and 
X = O; 

- in the compounds of formula (X) , residue of tolmetin, 
when R 3a = R 2a I H and x = 0 . 

- in the compodnds of formula (IX) , residue of flurbi- 



r- O 



r v. P 
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f erred is 




where the "meanings are as follows : 

- when Ilia) contains - GH ( CH 3 ) - CCOK it is known as pra- 
noprof en: a-me/thyl-5H- [1] benzopyr-an [2 , 3 -b] pyridine -7- 
acetic acid; preferred R 2a = E, R 3a = CE 3 and X = O; 

- when resicAe (XXX) contains -CK (CH 3 ) -COOK it is known 
as bermcprof en: dibenz [b, f ] oxspin-2-acetic acid,- pre- 



= O f R 2a = E, R 3a = C " : 3' 
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- residue (XXXI) is known/ as CS-67Q: 2- [4- (2-oxo-l- 
cyclohexylidenemethyl) phenyl] crop ionic acid, when the 
radical is -CH (CH 3 ) -COOK; Preferred R 2a = K, R 3a = CK 3 
and X = O; / 

residue (XXXII) deriyes from the known pemedolac 
which contains group -CH 2 COOK, preferred R 2a = R 3a = K 
and X = O; / 

- when residue (XXXIII ) is saturated with -CH 2 COGK it 
is known as pyrazolaJ: 4- (4-chlorophenyl) -1- (4 -f luoro- 
phenyl ) 3 -pyrazolyl / acid derivatives; preferred 

R 2a = R 3a = H ^ d X / °'' 

- when residue (XXXVI ) is saturated with -CH ( CH 3 ) -COO- 
it is known as zalcoprof en . When the residue is satura- 
ted with a hydroxy or amine group or the acid salts, 
the compounds are known as dibenzothiepin -derivatives . 
Preferred R 2a = hi, R 3a = CH 3 and X = O; 

- when 1 residue / (XXXVII) is CH 2 - COOH it derives from, the 
known mof ezolac l 3 , 4-di (p-methoxyphenyl) isoxazol-5-ace- 
tic acid; pre/f erred are R 2a = R 3a =K, t=l, X=0. 
* Group 1 1 1 a/) , where t = 1, 

R TV - /C - 



f R IVdl 
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wnere : 

Rjvd ^-rvdi are a " ls - s " cpe H and the other a linear 

or whenever possible brahche/d C^-C^ alxyl , preferably 
and C 2 , or dif luoroallcyl with the al>yl having from 1 
to 6 C atoms, preferred is/C 1/ or H-rvd R IVdi j cin'tly 

form a methylene group; 
R IV has the following meaning: 




where the compounds of group IIIA) have the following 



meanings : 

- in the comoounts of formula (II) : 



WO 98/09943 { c * r , - I X £CT/&P9 7/04774 

R IV-ix is an alkyl having frrim 1 to 6 C atoms, a 
cycloalkyl having from 3 to 7 <2 atoms, an aicoxymethyl 
having from 1 to_ 7 C atoms , / a trif luoroalkyl havinc 
from 1 to 3 C acorns, vinyl, eythynyl , halogen, an alkoxy 
having from 1 to 6 C atoms,/ a" dif luoroalkoxy with the 
alkyl havinc from 1 to 7 /c atoms , an alkoxymethyloxy 
having from 1 to 7 C atoms, an alkylthiomethyloxy with 
the alkyl having from l to 7 C atoms, an alkylme- 
thylthio .with the alkyl" having from 1 to 7 C atoms, 
cyano, dif luoromethy]/:hio , a substituted phenyl- or 
phenyl alkyl with the/ alkyl having from 1 to 8 C atoms; 
preferably R IV _ IX ii CH 3 0, R Ivd is H and R xvdi is CH 3 , 
and is known as the residue of naproxen ; 

X "~= N>: and X ± is/ equal to (CH 2 ) 4 or (CH 2 CH 2 0) 2 ; also 
preferred is the /same compound where X is equal to O; 

- in the preferred compounds of formula (X) , for which 
the residue of/ loxoprofen has been shown, Rjvd ^ s : "i and 
Rjvdl i s ~ X = NK or O and X x is equal to (CH 2 V- 4 or - 
(CH 2 CH 2 oT 2 ; / 

- in the compounds of formula (III) : 

Rjv-iu is/ a C 2 -C 5 alkyl, even branched when possible, a 
C 2 and d 3 alkyloxy, allyloxy, phenoxy, phenyl thio, a 
cycloalkyl having from 5 to 7 C atoms, optionally sub- 
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stitutsd at position/ 1 by a C x -C 2 aikyl; 
preferred is the compound where R rT/ . TT , i 3 



CH, 



CH-( 



and Rrvd ~ E / ? -ivdi ^ s ^3 / £ compound kr.cwn as the re- 
sidue of ibuprofaW X = NH and X- is equal to 
(CH 2 ) 4 or - (QK^cy. 2 p) 2 ; also preferred is the same com- 
pound where X 
* Group IV A) 



ch/o 




where A = ROCO, t = -1, 

of which^thfe residue of the known indomethacin has been 
shown . 

* Group V k) chosen from the following: 
- V Aa) fenamates chosen from the following, 
where t =/ 1 
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(V Acl) 
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where the meaning in group V A) is as follows : 

- in compounds (V Aal) the residue of enfenamic acid, 
2 - [ (2-phenyrethyl) amino] benzoic acid, has been shown; 

- in compounds (V Aa2 ) the residue of flufenamic acid, 
2- [ [3- ( trif luoromeuhyl) phenyl] -amino] benzoic acid, has 
been shown; 

in compounds (V ' Aa3 ) the residue of meclofenamic 
acid, 2 - [ (2 , 6-dichloro-3 -methylphenyl) amino] benzoic 
acid, has been shown; - 

- in compounds (V Aa4) the residue of mefanamic acid, 
2 - [(2,3 -dime thy iphenyl) amino] benzoic acid, has been 
shown; 

- in compounds (V Aa5) the residue of tolfenamic acid, 
2 - [ ( 3 -chloro-2 -methylphenyl ) amino] benzoic acid, has 
been shown; 

- in compounds (V Abl) the residue of niflumic acid, 
2 - [ [3- ( trif luoromethyl) phenyl] amino] -3 -pyridine car- 
boxylic acid, has been shown; 

- in compounds (V Acl) Rvacl attached to the oxygen atom 
in position 2 of the benzene ring of N- (4-nitro- 
phenyl) me thansulphon amide can be phenyl or cycloexane . 
When R-v- acl is phenyl the residue is that of nimesulide; 

- in compounds (V Ac 2 ) the residue of 3 - f ormylamino- 7 - 
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methylsulf onylamino-6-piyenoxY-4E-l-bezopyran-4-one has 
been shown; / 

- in compounds (V Ac3)/ the atom that links the radi- 
cal 2, 4-dif luorothiopnenyl to position S cf the indano- 
ne ring of the residue 5-methanesulf onamido-l-iridanone 
can be sulfur or crigen ; 

- in compounds (V Ac4) the residue of celecoxib 4- [5- 
( 4 -methyl phenyl) ~3j- ( trif luoromethyl) pyrazol-l-yl] ben- 
zensulphonami.de, Mas been shown; 

- in compounds 0V Ac 5 ) the residue of 6- [2- (3 -ethyl - 
2 , 3 - di hydro - 1 hi 1 z o ly 1 ) thio- 5-methanesulphonamido- 3H- 
isobenzonfuran-i-one has been shown. 

- in compounds (V Adl) the residue of bumetanide 3- 
(Aminosulf onyljf -5- (butyl amino) -4 -phenoxybenzoic acid 
has been shown; 

- in compounds (V Ad2) the' residue of ticrynafen [2,3- 
Dichloro-4- (£-thienylcart>onyl) -phenoxy] acetic acid has 
been shown;/ - 

- in compounds (V Ad3 ) the residue of ethacrynic acid 
[2, 3-Dichyoro-4- ( 2 -me thylene - l-oxobutyl ) phenoxy] acetic 
acid, has/ been shown; 

- in compounds (V Ad4) the residue of piretanide 
3 - (Aminjbsulf onyl) -4 -phenoxy- 5 - (1-pyrrolidinyl ) benzoic 
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acid has bean shown. 

- in compounds (v Aei) th~ t-^c-^. t - ^ w . 

cn. r_s — a= or trxpamide (3aa 

4 ~ ~ 7C '' 7 j C/) ~ 3 " (Aminosulphonyl) -4-chloro-N-7o«aidro 
4^- MC aao-^^ has beea shown- 

- in corr^ounks (v>e2) the residue of torsemide 
Methylethyl) amino] carbonyl] 4- C (3 -methylphenyl) amino] -3 - 
pyrinesulfonkmide has been shown; 

-in compounds (v Ae3 ) the T residue of . azosemide 2-chlo~- 
ro-5 - (iK-tettazol-S-yl-) -4- [ ( 2 - thienyimethyl ) amino] ben - 
zensulphonankde has been shown; 

- in compolnds (V Ae4) the residue of bendroflume- 
thiazide |3,4-Dihyciro-3- (phenyl -methyl) -e- (trifluoro- 

methyl ) -2K-i,2, 4_-benzo thiadiazine - 7 -sulfonamide 1 , i - 

dioxide has! been shown; 

- in compounds (v AeS) the residue of chlorothiazide 
6 - Chloro - 2^-1,2,4 -benzo thiadiazine - 7 - sulfonamide l , l - 
dioxide -hai been shown; 

- in campiunds (v AeS4 the residue of hydrochlorptia- 
zxde 6 -Chloro -3 , 4 -dihydro -2H-1 , 2 , 4 -benzo thiadiazine- 7 - 
sulfonamide 1,1 -dioxide has been shown; 

in compdunds (v Ae7) the residue of methylclo thiazide 
-3 - (chloromethyl) -3 , 4 -dihydro -2 -methyl -2H- 



(6 -Chloro 



1,2, 4 -ben; :o thiadiazine - 7 - sulfonamide 1 , 1 -dioxide has 
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been, shown ; 

- in- compounds (v Ae8) the residue of chlorthalidone 
2 -Chloro- 5 - ( 2 , 3 - dihydro - 1 -hydroxy- 3 -oxo - IK- isoindo 1 - 1 - 
yT}benzensulf onamide has been /shown; 

- in compounds (V Ae9) the/ residue of Iridapamide 3- 
(Aminosulfonyl) -4-chloro-tf- (2, 3 - dihydro- 2 - methyl - 1H- 
indol-l-yl) benzamide has b4en shown; 

- in compounds (VAelO)/ the residue of metolazone 7- 
Chloro-l / 2- / J^4-tetrahydro-2"-methyl-3- ( 2 -methyiphenyl } - 
4-oxo-6j7quina2olinesulf onamide has been shown; 

- in compounds (V Aeil) the residue of quinetazone 7- 
Chloro-2-ethyl-i, 2^,4 - tetrahydro- 4 -oxo- 6-quinazoline- 
suif onamide has been shown ; 

- in compounds- /v Ael2 ) the residue of furosemide 5- 
(Aminosulfonyl) -A-chloro-2- [ (2-f uranylmethyl) amino] ben- 
zoic acid has been shown. 

X 1 in formula /a-X 1 -N0 2 is a bivalent connecting bridge 
chosen from ^he following: 
YO 

where Y is /a linear or whenever possible branched C 1 -C 20 
alkylene,/ preferably having from 2 to 5 carbon atoms, 
or an PP^ionally substituted cycloalkylene having 
from 5 /to 7 carbon atoms; 
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wnere n 



3 -s an integer -from Q /tic 3; 




- (CH 2 -CK-CK 2 -o/ n 7, 



ONO : 

where nf ' is an /integer from 1 to c, preferably from 2 
to 4 ; 

- (CH-CH 2 /o )l5 
R lf 

where = k, CH 3 and nf is an integer from 1 to 6, 

preferah/ly from 2 to 4~ _ ' ~ 

— °y tiiu couiJULLUda according to" Claim 1, in which R 
__£s cijosen from groups IV A) and V A) . 



Compounds or their compositions f6r use as medicaments 
from group V A) in Claim 1. 

Compounds from group V Al/accorcinc to Claim 1 
Compounds or their comoositions/ for use as medicaments 
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from group V A) according t^r Claim 3 for the treatment 
of musculoskeletal disease of an inflammatory nature, 
respiratory disease^of an inflammatory nature, gynaeco- 
- logical and- obstetrical disease including early deli- 
very, preeclampsia and dysmenorrhoea, cardiovascular 
disease^ including re- stenosis, gastrointestinal tu- 
mours . 

6. Use of the following compounds, or their compositions, 
for the preparation of medicaments for the following 
therapeutical applications: 

treatment of respiratory disease: bronchitis, in parti- 
cular asthma: groups from I A) to V A) in Claim 1; 
gynaecological and obstetrical disease including early 
delivery, pre- eclampsia and dysmenorrhoea : groups from 
I A) to V A) in Claim 1 and group VI A) as defined be- 
low; 

vascular disease including re-stenosis : groups from I 
A) to V A) in Claim 1 and group VI A) ; 

gastrointestinal -tumours : groups from I A) to V A) in 
Claim 1 and group VI A) ; 

the compounds in group VI A) have the general formula 
A-X 1 -NQ 2 , 

of Claim 1, where t = 1, include the following: 
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(Xa) 




coo 




CXb) 



where : 



R x is group OCOR 3 ; where R 3 is methyl, ethyl or a linear 
or branched C 3 -C s alJcyl, or the residue of a single-ring 
heterocycle having 5 or 6 atoms which can be aromatic, 
partially or totally hydrogenated, containing one or 
more heteroatoms independently chosen from O, N and S; 
R 2 is hydrogen, hydroxy, halogen, a linear or whenever 
possible branched alkyl having f rom . 1 to 4 C_ atoms, a 
linear or whenever possible -branched . alcoxyl having 
from 1 to 4 C atoms; a linear or whenever possible 
branched perf luoroalkyl having from 1 to 4 C atoms, 
for example trif luoromethyl, nitro, amino, mono- or 
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(C 1-4 ) alkyl amino; 



R l and R 2 jointly are- the dioxymethylene -group, vith^tSF^ 
proviso that when = NH, then x, is ethylene al* 
R 2 = H; R x cannot -be OCOR 3 at position 2 when r 3 is 
methyl; nl being an integer from 0 to 1; 

preferably in la) , x is egU al to O or NH, R x is ace . 
toxy, preferably at position 3 or 4, most preferably in 
g the ortho position to CO. X x is ethylene or (CH 2 CH 2 0) 2 , 

M- ~ R2 is ^drogen or halogen 1 most preferred are the 

5| following A X x N0 2 compounds: 3-acetoxy-N- (2-nitroxy- 

ethyl) -benzamide, 4-acetoxy-N- (2-nitroxyethyl) -benza- 
mide, 3-acetoxy-N- (5-nitroxypenthyl) -benzamide, 2-ace- 
toxy-N- (5-nitroxypenthyl) -benzamide, N-2 - (nitroxy- 

_ ethyl)-2-propionoxybenzamide, - 2 -acetoxy-2-nitroxy- 
ethylbenzoate, 2-acetoxy-N- (cis-2-nitroxycyclohexyl) - 
benzamide, 2-acetoxy-4-chloro-N- (2-nitroxyethyl) -benza- 
mide, N- (2-nitroxyethyl) -2- ( (4-thiazolindinyl) ca^bon- 
yloxy ) -benzamide hydrochloride , 2 -nicotinoyloxy-N- ( 2 - 

nitroxyethyl) -benzamide, 2-acetoxy-.5-nitroxypenthylben- 
zoate ,- 

preferably in lb) R 3 = CH 3 , nl = 0; 

X is equal to O. X x is ethylene; in this case lb) is 
the residue of acetylsalicylsalicylic acid. 





